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ACCESSION NUMBER: 2004:1002788 HCAPLUS 

DOCUMENT NUMBER: 142:190505 

TITLE: Effect of different biological response modifiers on 

growth and metastasizing of murine Lewis lung 
adenocarcinoma 

AUTHOR (S) : Zhanaeva, S. J. A.; Falameyeva, 0. V.; Filatova, T. 

G. ; Goncharova, I. A.; Sukhenko, T. G.; Kolesnikova, 
0. P.; Kaledin, V. I.; Korolenko, T. A.; Nowicky, W. 
M. 

CORPORATE SOURCE: Institute of Physiology RAMS , Novosibirsk, Russia 

SOURCE: International Journal of Immunotherapy (2003) , 

19(2-4), 141-150 

CODEN: IJIMET; ISSN: 0255-9625 
PUBLISHER: Bioscience Ediprint Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE : ' Engl i sh 

AB Biol, response modifiers are important drugs used in oncol., and among 
them are the novel antitumor drug Ukrain and the more studied 

(l-»3) -p-D-glucans . The aim of this study was to evaluate in 
vivo the antitumor and antimetastatic capacity of Ukrain and 

(l->3) -p-D-glucans in the exptl. murine Lewis lung solid tumor 
adenocarcinoma, metastasizing to lung and relatively resistant to 
cyclophosphamide therapy. Administration of Ukrain was shown to reveal 
antimetastatic effects in the murine Lewis lung adenocarcinoma model, 
possibly due to Ukrain' s capacity to stimulate macrophages (according to 
increased serum chitotriosidase activity as an index of macrophage 
stimulation) . The combination of cyclophosphamide (CPA) plus Ukrain was 
also shown to be effective: 20% of mice developed lung metastases and 80% 
did not have metastases, compared with the control group, where 100% of 
mice developed metastases. Ukrain was shown to significantly restore 
serum aspartate transaminase (AST) activity, decreasing toxic effects of 
tumor bearing in mice with Lewis lung adenocarcinoma. Combined therapy 
with carboxymethylated (l->3 ) -p-D-glucan (CMG) plus CPA 
inhibited tumor growth and decreased the frequency of lung metastases. 
CPA alone inhibited the growth of primary tumor by 62%, whereas 
chitocarboxymethylated (l->3) -p-D-glucan (chitoCMG) was 

ineffective in primary tumor growth inhibition. Both glucans stimulated 
the release of TNF-ct from peritoneal murine macrophages. 
Serum chitotriosidase activity as a biochem. marker of macrophage 
stimulation in mice treated with Ukrain, CMG and chitoCMG increased 
compared with intact mice. 
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AB (1-3) -(3-Glucans exhibit a variety of biol . activities, and the 

significance of these activities is dependent on the structure of the 

p-glucans, such as solubility in water, mol. weight, degree of branching, and 

conformation. We have been analyzing the relationship between structure 

and activity of "gel-forming, high-mol. weight, soluble p-glucans," such as 

schizophyllan (SPG), SSG, OL-2, and grifolan (GRN) . We have a tentative 

conclusion that the soluble p-glucans have almost no toxicity and that 

some of the activities, such as NO synthesis, vascular permeability, 

inflammatory cytokine synthesis, and limulus factor G activation, are 

significantly dependent on the conformation (single helix) of the 

p-glucans. In addition, only GRN produced significantly high concentration of 

TNF-oc from macrophages in vitro. However, we exceptionally 

found that all the p-glucans tested showed lethal toxicity in mice 

when administered with indomethacin. Large number of mice died within a week 

from the p-glucan administration. Cytokine concns . in sera of these 

mice were significantly increased by this treatment, suggesting that the 

lethal toxicity might be related to aberrance of the cytokine network. 
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AB The present invention relates to compns . and methods for treating humans 
and warm-blood animals suffering from cancer. More particularly, a 
therapeutical treatment in which a monoclonal antibody is administered 
with either p- (1, 3 ) -glucan like laminarin or an 

oligo-p- (1, 3) -glucan and a pharmaceutical^ acceptable carrier, to 
patients suffering from cancer are described. Female nude mice were 
implanted s.c. with human breast carcinoma cell line. Mice were injected 
i.p. with combination of Phycarine 500 mg/kg, once a day for 5 days and 
Herceptin 0.5 mg/kg, twice a week during 3 wk. The combined 
administration of Phycarine and Herceptin allowed a limitation in the 
increase of the tumor weight which was far higher than the mean 
value obtained when administering Herceptin or Phycarine alone; said 
activity on the tumor weight being even equivalent to the one obtained 
when administering a conventional dosage of taxol. 
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US 2003-668665 
WO 2004-EP10995 

AB A therapeutical method comprising administration of a composition comprising an 
amount of oligo-p- (1, 3) -glucan and a pharmaceutically acceptable 
carrier, to a human being or to a warm-blood animal suffering from a 
disease selected from the group consisting in a tumor, a cancer, 
a viral disease, a bacterial disease, a fungal disease, a disease of the 
immune system, an auto-immune disease or a disease related to a deficiency 
of immunostimulation, wherein the amount of oligo-p- (1, 3) -glucan is 
effective to treat the disease. 
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Effects of marine p-1,3 glucan on immune 
reactions 

Vetvicka, Vaclav; Yvin, Jean-Claude 
Department of Pathology and Laboratory Medicine, 
University of Louisville, Louisville, KY, 40202, USA 
International Immunopharmacology (2004), 4(6), 721-730 
CODEN: IINMBA; ISSN: 1567-5769 
Elsevier Science B.V. 
Journal 
English 

Glucans have a long history as nonspecific biol . modulators. A novel 
glucan-phycarine-was isolated from sporophytes of Laminaria 
digitata. Phycarine showed significant stimulation of phagocytic activity 
as well as potentiation of synthesis and release of IL-1, IL-6 and 
TNF-a . In addition, phycarine increased NK cell -mediated killing of 
tumor cells both in vitro and in vivo while acting via complement 
receptor type 3 (CR3) receptors. 
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AB A therapeutical method comprises administration to a patient of an 

effective amount of especially soluble laminarin for the treatment of 
tumors and more generally of cancers of the group comprising 
breast cancer, lung cancer, esophagus cancer, stomach cancer, intestine 
and colon cancers, and for the treatment of viral, bacterial and fungal 
diseases as well as diseases related to immunostimulant deficiencies of 
human beings and warm-blood animals. 
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